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^'>'U#>^<1:I4. 7^^:11-^ (Technique). ^3^. ^3~16 

M (19 9 1) CEKO:^aT* 0 . mi&iZitB:=?-^mAt?>y5mtLX 

[B*^^k^^«: -«f^>ft^i5»8iffii8 aaa^ftfitfl?" . (^iis) 

(1 9 9 0) «m^k^^A»ff] ©:^^TS8a8-r*HfS < . tfz^ 


-2- 


9OT7073 


PCT/JP9S/0242S 


3 5 2:4 3 8-4 4 1 (1 9 9 1^) irlE«$nyr:^^*^^ttiSo IB 
-CT ^ -b -f 1-^ t «8a*B3li^ift<-«« UT 3 0 b 2 l^Hl < o C O 

?tT;u^i> (BSA) ttar5;^^y:^Jni©J:^nt«m7^s«mmi . 
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(International Journal of Cancer)^ J^I20^^ lgl~5M (19 
ID.^J^r-i-JV irrf ^Uiru^Ji,)\, y^XhU- (Journal of 
Biological Chenistry), %2 5 »9 9 3 S'-g 9 3 7M (1 9 7 

«tl (T) - . («lffi) (1 9 8 6) mS^k^l^A^lT. -tr;u ;^ h5 
^f--*-- T>K 7T>^i/3> (Cell Structure and Function). % 
13^6. »2 8 1-2 9 2H (1 9 8 8) . + ^Uitu 
'JiiJ\^ y^Xh-J-. «2 6 4«. »1 8 2 02-1 8 2 08M (19 
8 9) . i^r-'^yu /<'r^n-:;;^;;u -ir-i ;^ h i;-^ ^2 6 
«1 2 2 4 0-^-1 224 5M (1 9 8 5) ] Jii^^^ ^m^^»)mm 

fflLT*>S<. -fb^fi^I^JlK^J, ifcwtlt><D«3»^«fe^ 

-TTS^^ffliigg^gtt, ttfia^sstt^anc^ ziJS<5feSELfc^^>{gffl 
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#<©«^> >^;i-->7vy^:/^^-fe'©f^ffl«^«J^^'^* 

Y^y9^u^^y2 (I L-2) ©TW»E?iJ«0. > 
Sl«*-tr 'J :/lcfl|» b^r -J KA^-r > ^ - o >f + > 2 
5Z,i:*<iai^*lTl^5 [iJ-l-i^^ (Science). »2 2 4«. 143im 
(1 9 8 4) ] o 
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T^y»E5lJ. E^moEyiJS^i (RGDS) T^^itliT i 

ySE?«K E?iJ«<DEyiJ5^2 (CSl) T^^n-ST S /eE^J> E?1J 
^®E?»JS^6 (5 i->©«iC^E?^k YIGSR) -Q^-^tliTi yWt. 
Ef«J J: tl*T i y KE?iJ^^W"rSAX©# U KT^)S < . 

5^^l^{lE5lJS0E9>JS^lTS$n57 ^ ^ KE5»J^W-r-5AX©;J^ 
U'^yf^KtLTli, myili. - 1 8 0 9 0 0-^'^«{ciettOE 

Escherichia coli HB101/pTFl409 CFERM BP-19 
3 9) ^ffll^TK4i«CE«o:^&CJ:0Saa!|-r5w«!:*<T#So 
TIES 1 C:^-rSEyij^OE^)#-^T'S*n5;i5 «J '^T'^ K^. 

^*>\ SI*© Escherichia coli HB101/pCHV90 d^^WT 
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Sy^Zi K HBlOl/pCHVSOIi. Escherichia coli HBl 
01/pHDlOl (FERM B P- 2 2 6 4) Escherichia 
coli JM109/PTF7 02 1 (FERM BP-194 1) ^^^^ 

5-271291 ^^«E«<D:&ft c ^ 0 sasi-r S C i: * S o 

SI 

EJiJ^-?- (Escherichia coli) 

<^M¥l-206998^ EfiJ#^8 JM109/pTF7021 FEEH BP-1941 

<^Ms;il-261398^ E^l»^9 HB101/pTF1801 FERM P-9948 

#MSii2-97397^ E?>J»^3 JM109/pTF7221 FEEM BP-1915 

<t^H3p2-152990^ E?iJ#^10 JM109/pTFB800 FEEM BP-2126 

#g83p2-311498^ E?i]»^ll HBlOl/pCHlOl FEEM BP-2799 

#M^3-59000^ Ef>J»^12 JH109/PCF406 FEEM P-10837 

^^M¥3-232898^ E?iJ»^l 3 HB101/pCE102 FEEM P-11226 

4#@a5?^4-54199^ E^iJS^l 4 JM109/pTF7520 FEEM P-11526 
+VN-IN. TA* 

E^J#^15 JM109/PTF7520 

+Col*' FERM P-11527 

<feM31i5-271291-t mnmme HB101/pCHV179 FEEM P-12183 

E^'jS-^lT HB101/pCHV90 

EfiJ#-tl8 HB101/PCHV89 FERM P-12182 
<^BI|3P5- 97698^ E9«l».^19 JH109/pTF7520Col7 FERM BP-5277 
<^M^5-178897^ Efd ^2 0 JH109/pm-CF • A FERH BP-5278 
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5J^rtlCE^«OEy«J»^2-C«$tl57 i y »E3?iJ^Wr-5AIO'H 
U ^zr^ h't LTJi. Mxli. 3 1 1 4 9 8:^'i^«i:E«OE 

Escherichia coli HB 1 0 l/pHDl 0 2 (FERM P-107 2 

5o '^H¥3-2 8 4 7 0 0-t'ii«^cE«o:^&^w^^£^^. Efim© 

5^^rttIE?iJSOE9iJ#-^2T$$n57 ^ yKEyiJ*iJ:C5E 

5»j^®E^j»-?-3TSsn5T$ yiJEyij^^wr'SAiO'f'U'^yf^ k 

<!: LX{i> ■Wx.lf. '^H^2 -3 1 14 9 8-t4:j«Cf5«OE?tm©E9iJ 
S^2 lTa$nS;J? U'^^yf- K*<*0> K^f^ V'^yf- KJI Escherichia 
coli HB101/PCH102 (FERM BP- 2 8 0 0) *fflt>T 

ia¥ 3-28470 0^i:^ai:E«©E?im©E?iJS^5 
-^T-^K^^J-^I^ICEfJJSOEyiJS^l. 2©T^ yg?E?'J^§WrS;i-: 
•j '^r^ KT* *? . y ^yf- Kli Escherichia coli H B 1 Q 1 / p 
CS25 (FERM P - 1 1 3 3 9) ^fflt^T'i^«{lE«©:^aci 0 

E^js©Eftj#^i-ca$n57 ^ j^mm^^uxttnim.jim(Dmm 
2 -cs $ ns 7 ^ y KE^tj^^wr-sfflis^sstt^j? 'J '^y^ k*<*> 
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mY^^y [^y.>^-. D. F. (Mosher. D. F.)ai: "Vx^^^i^ 

(Fibronectin) . »4 7-'12im (1 9 8 9) T;&xi 
f\^% (Acadeiic Press) U '^T^'f- Ki^C S 1 ;i? U -^"/^ 

A^^t-'^^^-^ csirf.x)^-^^- K^^wrs^^^'J hV^'> 

5^^l^{CE5im®E^J#^ 1 -CS^tiST ^ >' KEfJ^r^W-r 5 '-t? U 
K<i:5^^^I^J-E9'moEy>JS^2Tg$n5T ^ y KEf'l^^WfS 

7 ^ :r n * ^ ^ y C S 1 «[«©±56Ey»JT* T .J: i 
t;-^-- 9— E9<J«ilfi^X^fi*JirSgc*Ai-* w <1:*<-C# *c 

/^;>v;;b-D-5^ h>Ti K (PVLA) *<^tf^»n4o 


w 96mm 


2 0 0 0 ;z g/m 1 0«j!aS?Sgtt;f. 'J K^^W^-tir. 1^i*;iS£t^ 

«±S^«7K (PBS) OJ:-5'5:«^«SffiCiS*>L. ^^SSC^ilDLs 
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ffls j?«J-l41 5 0~6 0 Opmo 1 (omM^OM^tiHilk^^ 

itoT4--y hi:UT*>< CtlwiiOx 1Blffif-x JBKe^fiB 

lllg{^ 1 

Eym©IEyU#^3-Cg$n5#'J-^y5^ K (EITC 2 7 4 tV^r) . 
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3 l»|}gOiS«iiii (aisi 0 0mm) 2tJc3?^-en-e'ni 
Om 1 •>K!lJ^a»^^trxl^5^;^^., na^ft^S:^^^,^.; 

0. 25«'^->. hU:r-.><tO. 029tJEDTA:&^trPBS;& 
3ml^jDLTafig^^5JniJ:*jli*.L^„ Zti^iz^ ^ti^'tiTmlo 
^ i-fl6M^»^#t/,£t^^;^»;., 3aS[Mfi^«:4:^Jtt^jox./:». 8 0 0 
rpm. 3 5^ar.C>LT»flg^ai6^, ^l '=>tl;tfflflg^ 1 0 m I •>|&1^ 
ifil^f ^^t;^/U^ L 8 0 0 r p m. 3 ^iS^C^ 

Lraeig^^4i,^„ ?f^n/r«afia^^ifx. i Om i opb SdsSL. 

1 0 ^^CD 3 ^ . -etl^'ti^ 8 0 0 r p m. 3 

LT«Bsg^«to/:„ m ^titzms&^mm. i o m i o p b s tzmm l. 
8 0 0 r pm. 3^m^L>Lxmm^mi6tz. m'htit:mm(D-:^iu mm 

fi^<rSS2$tlfcpCAT-3>hn-;i, (control)'^ ^ - izTn/^'U) 
15tf g^^trlmloPBSJcSSLfc*. (.<^t^y 
Kit) hn;f.u-->3>^^^.^ f.,-^^^ *4iT10 5^ifc« 

L/To ^>9-;?0«BIS(i. lml©PBSir»a8LfcS&. •:;-->/N-;Ui^- 
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-ClO^fflCitL^o ^M'tiomma. loosen*. 2 5 0V. 9 
5^:cD;^? U 1/ l m l /'^ t « S J: ^ Iw^jQ Ufco - tl 

.7«C"e— lft^§ll>fco 

..^«U/:aiiaii. l':7i;u^f)l. 25ml©PBST3lHlU>xL. 
CAT-ELI SAi^-y h ^K^^) >if- - ^^^-^ ^^n) * 

4^.y h<D^m:^m\z^^^^. «Bjas»tt^asab5s^cATotttii^?To/ro 

ABTS^ffll^-Cl>5®T405nm/490nm^SaSL. ho 
;i5U-->3>©RI. pCAT-3>M3->'l''<^^-^^*aU/X*>o/r4j 
(o^zr^yi^tLxmi^. ^EOpCAT-=3>ho-;wK^^-^^in 

^aSE*<^$n, «llimi4 O 5 hmCK^Si 4 9 0 n mOR^feffMiT'a 

H 1 jr^-r J: o ic. ±15 C 2 7 4 . H 2 9 6 C . C S 1 fflSETliii 
«iS®^«jnHCifc'<Tl6^ C A Tills < . p C A T - a > h o -yb-^ 
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mmm2 

E?im©E9>J»^3-C«$tlS^viJ^yf- K (J£ITC2 7 4<i:ftfr) . 
E^JS®EfiJ#^4T*$n5# U'^^yf- K (JEiTH 2 9 6 t$F-t) fcJ: 
C5E?im®EyiJ#-^5-CS$n53fx';'>^yf^ K (J£iTC • CS 1 
^-eti-t^tll AiM<l:/j:5J:acU ^Kafr^gftjgTK (PBS) Jig*>U 
0. 2 2^m©7^;U:^- (^>r L/^;^-GV. ^ 'J #7tt) ^ffli^TM 

WLtZo cnt>o««^-€-n-en2 4;^0'i5';xf^b>a8^SM (3-- 

>:ya:t!) lwlinl/'i7i;U<i:/j:5J:9lwigiinU 4V. -ftn- h Ufco 

«r ^ t >a C > 3 afeSEftii^S*^ift 500f^l/':7i;U-C'J>;^Lyro 

2. SBISO^SIiSk 

ViJi FUlf;H»C0S-7iaBiSO««Jni (fiSlOOmm) 2t5c^«-& 

'J>;^Lfcgfe. 0. 25H^>' hV:r->ytO. 02%EDTA^^t: 

7ml ®'^->l}ftM«^^r*ncc^^^;U'<-y 33(^«ii?S2t:i*i|fe^SDx.7tS. 
8 0 0 r p m. 3 LTailS^»i6/ro ?i '=>tl^fiBiS^ 1 0 m 1 O 
>'Jte]^Jfll?t«-^t;^^;l''< -y ='SfclE«{i>S*«itelC»jB LSOOrpm. 3 
^«4:^LTfflBa«-»*fco n>htlfzmm^^itX. 12mlOPBS{r!g 
fflL, -eoe^^OSi^lX*}. -5^UfcSfc. ^M-ti'SrSQ 0 r pm. 3 
3^fii6UTfflia^»«)fco St>*l^aia^. 6mlCDPBSCB«L. 8 
0 0 r pm. 35^«i6LT«Hia*«tofco » t»n/::ffl!a®-:«rtt. 
Ill8a3$n/:p CAT-3> Kn-;u (control ) ^- (rny:;yi±) 
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Lfco *)9-:35r®a!ailx Im l OPBSCIBajby::*. i^-^^^^'^i^- 
-CI o^ifeiiuyio ^n^-nownati, ^4^1 o^&ii». 2 5 0 v. 9 

;t©'i*^'J xf^l/>8!l«»JIIlir Im 1 /'^i>'^i:'j:5«k^^-^^D ^^o 

mmbfzmmii. l^^Jl^^Ol, 25ml®PBST'3lHlU>xL. .. 

ABTS^fflt^Tl^-SOTM 0 5 nm/4 9 0 nm^filSL> il^i' 
;f,U-->3>©|R. pCAT-3>ha-;W'<^r^-«:^ilDb^i:*^^^^ 
©^y^^^tUTfflt^, §ECDpCAT-n>hD-/U-;^^^-«rSt]n 

«tli!i{44 0 5nmffl!S^K<i:4 9 0ninOgR^Sltt?Se^^A«i 
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H2JlxT-rJ:9ir. ±EC2 7 4. H2 9 6. C • C S 1 ^aSETIiflS 

t&m<Di^mm\zit-<rmm c a tmum < > p c a t - = > h □ ^ 

TES2{c^1-i:9irC2 7 4. H2 9 6. C • CSl. PBSfciOf 

i-4-vK®K«A. B. c^^uum^^mii. ^^rn^,o. 22tfm© 

S2 

UmA •••lOOyizM C274 

aUB •••100;/M H296 

sue ■ ' ' lOOuM C-CSl 

um^^m •••PBS 
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4 5m 1 
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Hliix t hJHS^«A-43 im!&^(Oxi C AT - =1 > h o-jV^i^ 
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ffi^'jS^ : 1 
Ef'lOS$ : 4 

0<oa : i *ss 

Arg Cly Asp Ser 

i " 

E^'J®§$ : 25 

II®«5[ : 1 *SI 
h o V - : iSSfltt 

: 

Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu His 
15 10 15 

Cly Pro Clu lie Leu Asp Val Pro Ser Thr 
20 25 

S^'JS^ : 3 
S?'JCDS$ : 274 
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h a •/ - : iSSS^Tt 
EJijOaSI : '^^^^ f-' 

Pro Thr Asp Leu Arg Phe Thr Asa lie Cly Pro Asp Thr Met Arg 
1 5 10 13 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Ar2 Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Cly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
55 70 "5 

His Glu Ser Thr Pro Leu Arg Cly Arg Gin Lys Thr Cly Leu Asp 
80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr lie Thr Cly Tyr Arg 
110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 
140 145 ISO 

Pro Gly Thr Glu Tyr Val Val Ser lie Val Ala Leu Asn Cly Arg 
155 160 165 
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Ciu Glu Ser Pro Leu Leu lie Gly Gin Gin Ser Thr Yal Ser Asp 

no nS 180 

Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Va! Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Cly Clu Thr Cly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Cly Ser Lys Ser Thr Ala Thr lie Ser Cly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Cly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie Asn Tyr Arg 

260 265 270 

Thr Clu lie Asp 

iSJ'J«# : 4 
lEf'JCSe : 296 ■ 
^J\l(Om : T i y g 
iMoa : 1 *SS 

SJ'i : 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 

5 10 15 


-20- 


WO9«n7073 


PCT/JP9S«242S 


Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Cln Leu Thr 
20 25 30 

Cly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Cly Pro Mel 
35 40 43 

Lys Clu lie Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 
50 55 60 

Gly Leu Mel Val Ala Thr Lys Tyr Clu Val Ser Val Tyr Ala Leu 
65 TO 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Cly Val Val Thr Thr 
* 80 85 90 

Leu Clu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 
95 100 105 

Thr Glu Thr Thr lie Thr Me Ser Trp Arg Thr Lys Thr Glu Thr 
110 115 120 

lie Thr Gly Phe Cln Val Asp Ala Val Pro Ala Asn Cly Cln Thr 
125 130 135 

Pro He Cln Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr Me 
140 145 150 

Thr Cly Leu Cln Pro Cly Thr Asp Tyr Lys Me Tyr Leu Tyr Thr 
155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val Me Asp Ala Ser 
170 175 180 

Thr Ala Me Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 
185 190 195 
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Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arj lie 

200 205 210 

Thr Gly Tyr lie lie Lys Tyr Clu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Clu Val Val Pro Arg Pro Arg Pro Cly Val Thr Clu Ala Thr lie 

230 235 240 

Thr Cly Leu Glu Pro Cly Thr Clu Tyr Thr lie Tyr Val He Ala 

245 250 255 

Leu Lys Asn Asn Cln Lys Ser Clu Pro Leu lie Cly Arg Lys Lys 

260 265 270 

Thr Asp Clu Leu Pro Cln Leu Val Thr Leu Pro His Pro Asn Leu 

275 280 285 
His Cly Pro Clu He Leu Asp Val Pro Ser Thr 

290 295 


IS7>J§^ : 5 
iE7'i<DS$ : 302 
lEJijOa) : T i y § 

: 

Pro Thr Asp Leu Arg Phe Thr Asn He Cly Pro Asp Thr Met Arg 
15 10 15 
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Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Clu Asp Val Ala Clu Leu 
35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val- Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Clu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 T5 

His Glu Ser Thr Pro Leu Arg Cly Arg Gin Lys Thr Gly Leu Asp 
.80 85 90 

Ser Pro Thr Cly lie Asp Phe Scr Asp lie Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 
110 . 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Cly Thr Clu Tyr Val Val Ser lie Val Ala Leu Asn Cly Arg 

155 160 
Clu Glu Ser Pro Leu Leu He Cly Gin Gin Ser Thr Val Ser Asp 
170 IT5 180 

Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 .190 195 
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Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Cly Clu Thr Ciy Cly Asn Ser Pro Val Cln Clu Phe 

215 220 225 

Thr Val Pro Cly Ser Lys Ser Thr Ala Thr lie Ser Cly Leu Lys 

230 235 240 

Pro Cly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Cly Arj 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser lie Asn Tyr Arg 

260 265 270 

Thr Clu He Asp Lys Pro Ser Asp Glu Leu Pro Cln Leu Val Thr 

275 280 285 

Leu Pro His Pro Asn Leu His Gly Pro Clu lie Leu Asp Val Pro 

290 295 300 

Ser Thr 


SJ'J§-^ : 6 
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Tyr He Gly Ser Arg 
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Ala Val Pro Pro Pro Thr Asp Leu Arg Phe Thr Asn I le Gly Pro 
1 5 10 15 

Asp Thr Mel Arg Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu 
20 25 30 

Thr Asn Phe Leu Val Arg Tyr Ser Pro Val Lys Asn Clu Clu Asp 
35 40 45 

Val Ala Glu Leu Ser He Ser Pro Ser Asp Asn Ala Val Val Leu 
50 55 60 

Thr Asn Leu Leu Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser 
65 70 T5 

Val Tyr Clu Gin His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys 
80 85 90 

Thr Gly Leu Asp Ser Pro Thr Gly lie Asp Phe. Ser Asp He Thr 
95 100 105 

Ala Asn Ser Phe Thr Val His Trp lie Ala Pro Arg Ala Thr lie 
110 115 120 

Thr Gly Tyr Arg lie Arg His His Pro Glu His Phe Ser Gly Arg 
125 130 135 
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Pro Arg Clu A3P Arg Val Pro His Ser Arg Asa Ser He Thr 


Leu 


140 


Ala 


Thr Asn Leu Thr Pro Gly Thr Clu Tyr Val Val Ser He Val 

ISO 165 
Leu Asn Cly Arg Clu Clu Ser Pro Leu Leu lie Gly Cln Gin Ser 


170 


173 180 


Thr Val Ser Asp Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr 

185 190 195 

Pro Thr Ser Leu. Leu He Ser Trp Asp Ala Pro Ala Val Thr Val 

200 205 210 

Arg Tyr Tyr Arg lie Thr Tyr Cly Clu Thr Cly Cly Asn Ser Pro 

215 220 225 

Val Cln Clu Phe Thr Val Pro Cly Ser Lys Ser Thr Ala Thr fie 

230 235 240 

Ser Gly Leu Lys Pro Cly Val Asp Tyr Thr He Thr Val Tyr Ala 

2'^^ 250 255 

Val Thr Gly Arg Cly Asp Ser Pro Ala Ser Ser Lys Pro He Ser 

260 2S5 270 

lie Asn Tyr Arg Thr Clu He Asp Lys Pro Ser Cln Mel 
275 280 

Sf'iS-^ : 8 
i£9'l«D:g$ : 279 
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Pro Thr Asp Leu Arg Phe Thr Asn lie Cly Pro Asp Thr Mel Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 
20 25 30 

Va! Arg Tyr Ser Pro Val Lys Asn Clu Clu Asp Val Ala Glu Leu 
35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 , 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Clu Gin 
65 70 T5 

His Glu Ser Thr Pro Leu Arg Cly Arg Cln Lys Thr Gly Leu Asp 
80 35 90 

Ser Pro Thr Gly He Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 
95 100 . 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Cly Tyr Arg 
110 115 . 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Clu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser lie Val Ala Leu Asn Cly Arg 
155 160 165 
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Clu Clu Ser Pro Leo Leu He Cly Cln CIn Ser Thr Val Ser Asp 
1T5 180 
Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 

^gg 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
205 210 
He Thr TyrClyCluThrClyClyAsn Ser Pro Val Cln Clu Phe 

215 220 225 

Thr Val Pro Cly Ser Lys Ser Thr Ala Thr He Ser Cly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Cly Arg 

245 250 255 

Cly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser He Asn Tyr Arg 

260 265 270 

Thr Clu Me Asp Lys Pro Ser Cln Mel 

2T5 


: 9 
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Ala Val Pro Pro Pro Thr Asp Leu Arg Phe Thr Asn He Cly Pro 
15 10 15 

Asp Thr Met Arg Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu 
20 25 30 

Thr Asn Phe Leu Val Arg Tyr Ser Pro Val Lys Asn Clu Glu Asp 
35 40 45 

Val Ala Glu Leu Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu 
50 55 60 

Thr Asn Leu Leu Pro Cly Thr Glu Tyr Val Val Ser Val Ser Ser 
■ 65 70 T5. 

Val Tyr Clu Gin His Clu Ser Thr Pro Leu Arg Cly Arg Cln Lys 
80 85 90 

Thr Cly Leu Asp Ser Pro Thr Cly lie Asp Phe Ser Asp He Thr 
95 100 105 

Ala Asn Ser Phe Thr Val His Trp He Ala Pro Arg Ala Thr lie 
110 115 120 

Thr Cly Tyr Arg He Arg His His Pro Glu His Phe Ser Cly Arg 
125 130 135 

Pro Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser lie Thr Leu 
140 145 150 

Thr Asn Leu Thr Pro Cly Thr Glu Tyr Val Val Ser He Val Ala 
155 160 165 

Leu Asn Cly Arg Clu Clu Ser Pro Leu Leu He Cly Cln Cln Ser 
170 175 180 
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Thr Val Ser Asp Val Pro Ar? Asp Leu Glu Yal Val Ala Ala Thr 

185 190 195 

Pro Thr Ser Leu Leu !le Ser Trp Asp Ala Pro Ala Val Thr Val 

200 205 210 

Arg Tyr Tyr Arg lie Thr Tyr Ciy Glu Thr Gly Cly Asn Ser Pro 

215 220 225 

Val Gin Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie 

230 235 240 

Ser Gly Leu Lys Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala 

245 250 255 

Val Thr Gly Arg Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser 

260 265 270 

lie Asn Tyr Arg Thr Glu lie Asp Lys Pro Ser Gin Asn Glu Gly 

275 280 285 

Leu Asn Gin Pro Thr Asp Asp Ser Cys Phe Asp Pro Tyr Thr Val 

290 295 300 

Ser His Tyr Ala Val Cly Asp Glu Trp Glu Arg Mel Ser Glu Ser 

305 310 . 315 

Gly Phe Lys Leu Leu Cys CIn Cys Leu Gly Phe Cly Ser Cly His 

320 325 330 

Phe Arg Cys Asp Ser Ser Arg Trp Cys His Asp Asn Cly Val Asn 

335 340 345 

Tyr Lys He Cly Clu Lys Trp Asp Arg CIn Cly Glu Asn Gly Gin 

350 355 360 
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Mel Met Ser Cys Thr Cys Leu Gly Asn Cly Lys Cly Clu Phe Lys 
365 370 375 

Cys Asp Pro His Glu Ala Thr Cys Tyr Asp Asp Cly Lys Thr Tyr 
380 383 390 

His Val Cly Clu Cln Trp Cln Lys Clu Tyr Leu Cly Ala lie Cys 
395 400 405 

Ser Cys Thr Cys Phe Cly Cly Cln Arg Gly Trp Arg Cys Asp Asn 
410 415 420 

Cys Arg Arg Pro Cly Cly Clu Pro Ser Pro Clu Cly Thr Thr Cly 
425 430 435 

Gin Ser Tyr Asn Gin Tyr Ser Cln Arg Tyr His Gin Arg Thr Asn 
440 445 450 

Thr Asn Val Asn Cys Pro lie Clu Cys Phe Mel Pro Leu Asp Val 
455 460 465 

Cln Ala Asp Arg Glu Asp Ser Arg Glu 
470 

SS?'JS^ : 10 
BEf'l®:S$ : 385 
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Ala Pro He Val Asn Lys Val Val Thr Pro Leu Scr Pro P.-o Thr 

15 10 15 

Asa Leu His Leu Clu Ala Asn Pro Asp Thr C!y Val Leu Thr Val 

20 25 30 

Ser Trp Clu Arg Ser Thr Thr Pro Asp lie Thr Cly Tyr Ars lie 

35 40 45 

Thr Thr Thr Pro Thr Asn Cly CIn Gin Cly Asn Ser Leu GIu Glu 

50 55 go 

Val Val His Ala Asp Gin Ser Ser Cys Thr Phe Asp Asn Leu Ser 

65 TO 75 

Pro Cly Leu Clu Tyr Asa Val Ser Val Tyr Thr Val Lys Asp Asp 

80 85 90 

Lys Clu Ser Val Pro lie Ser Asp^^Thr lie lie Pro Ala Val Pro 

95 100 105 

Pro Pro Thr Asp Leu Arg Phe Thr Asn lie Cly Pro Asp Thr llel 

HO lis 120 

Arg Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe 

125 130 135 

Leu Val Arg Tyr Ser Pro Val Lys Asn Clu Clu Asp Val Ala Clu 

140 145 150 

Leu Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu 

155 160 165 

Leu Pro Cly Thr Clu Tyr Val Val Ser Val Ser Ser Val Tyr Clu 

no 175 180 
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Cla His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu 

185 190 195 

Asp Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala Asn Ser 

200 205 210 

Phe Thr Val His Trp He Ala Pro Arg Ala Thr lie Thr Gly Tyr 

215 220 225 

Arg He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Clu 

230 235 240 

Asp Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu 

245 250 255 

Thr Pro Gly Thr Clu Tyr Val Val Ser lie Val Ala Leu Asn Gly 

260 265 2T0 

Arg Glu Glu Ser Pro Leu Leu lie Gly Gin Gin Ser Thr Val Ser 

275 280 285 

Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser 

290 295 300 

Leu Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr 

305 310 315 

Arg He Thr Tyr Gly Clu Thr Cly Gly Asn Ser Pro Val CIn Glu 

320 325 330 

Phe Thr Val Pro Cly Ser Lys Ser Thr Ala Thr lie Ser Gly Leu 
335 340 345 

Lys Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Cly 
350 355 360 
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Arg Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr 
365 370 375 

Arg Thr Glu lie Asp lys Pro Ser Cln Mel 
380 385 

EffJ«-t : 11 
gEJi|CDfi$ : 549 

iaoDa : 1 3t:ai 

SfiJ : 

Pro Thr Asp Leu Arg Phe Thr Asn He Cly Pro Asp Thr Met Arg 


1 5 


10 15 


Val Thr Trp Ala Pro Pro Pro Ser He. Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Clu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Lsu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Clu Cln 

65 70 75 

His Glu Ser Thr Pro Leu Arg Cly Arg Cln Lys Thr Cly Leu Asp 

80 85 90 
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Ser Pro Thr Gly lie Asp Phe Ser Asp lie thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 
110 115 • 120 

lie Arg His His Pro Clu His Phe Ser Gly Arg Pro Arg Clu Asp 

125 .130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Clu Tyr Val Vat Ser lie Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu lie Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Clu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser He Asn Tyr Arg 

260 265 270 
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Thr Clu iie Asp Lys Pro Ser Mel Ala He Pro Ala Pro Thr Asp 
275 280 285 

Leu Lys Phe Thr Cln Val Thr Pro Thr Ser Leu Ser Ala CIn Trp 

295 300 
Thr Pro Pro Asn Val Cla Leu Thr Giy Tyr Arg Val Arg Val Thr 

305 310 
Pro Lys Glu Lys Thr Gly Pro Met Lys Clu lie Asn Leu Ala Pro 

220 325 
Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 
340 345 
Tyr Clu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

250 ^ 355 3gQ 

Pro Ala Cln Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Clu Thr Thr lie Thr lie 

280 385 3gQ 

Ser Trp Arg Thr Lys Thr Clu Thr He Thr Gly Phe Cln Val Asp 

395 400 
Ala Val Pro Ala Asn Cly Cln Thr Pro He Gin Arg Thr He Lys 
415 420 
Pro Asp Val Arg Ser Tyr Thr lie Thr Gly Leu Cln Pro Cly Thr 

•125 430 435 

Asp Tyr Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

'''10 445 450 
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Ser Pro Val Val lie Asp Ala Ser Thr Ala lie Asp Ala Pro Ser 
455 460 455 

Asn Leu An Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 
4T0 475 480 

Trp Cln Pro Pro Arg Ala Arg lie Thr Gly Tyr lie lie Lys Tyr 
485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 
500 505 510 

Pro Gly Val Thr Clu Ala Thr lie Thr Cly Leu Glu Pro Gly Thr 
515 520 525 
Clu Tyr Thr lie Tyr Val lie Ala Leu Lys Asn Asn Cln Lys Ser 
530 535 540 
Glu Pro Leu lie Cly Arg Lys Lys Thr 
545 

: 12 

SiW^a : 422 
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Pro Thr Asp Leu Arg Phe Thr Asn He Cly Pro AsP Thr Mel Arg 
I 5 10 15 
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Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Clu Glu Asp Val Ala Clu Leu 
35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Lsu Leu 


50 


80 


Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 
110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
130 135 
Arg Val Pro His Ser Arg Asn Ser 11- Thr Leu Thr Asn Leu Thr 
I'iO 145 ISO 

Pro Gly Thr Clu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 
155 160 155 

Clu Glu Ser Pro Leu Leu lie Gly Gin Gin Ser Thr Val Ser Asp 
I'^O 175 180 

Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 
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Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

lie Thr Tyr Cly Glu Thr Cly Cly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Cly Leu Lys 
230 235 240 

Pro Cly Val Asp Tyr. Thr lie Thr Val Tyr Ala Val Thr Cly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie Asn Tyr Arg 
260 265 270 

Thr Glu lie Asp Lys Pro Ser Mel Ala Asn Glu Cly Leu Asn Gin 
275 280 285 

Pro Thr Asp Asp Ser Cys Phe Asp Pro Tyr Thr Val Ser His Tyr 
290 295 300 

Ala Val Gly Asp Glu Trp Glu Arg Mel Ser Glu Ser Cly Phe Lys 
305 310 315 

Leu Leu Cys Gin Cys Leu Gly Phe Gly Ser Cly His Phe Arg Cys 
320 325 330 

ASP Ser Ser Arg Trp Cys His Asp Asn Cly Val Asn Tyr Lys lie 
335 340 345 

Cly Glu Lys Trp Asp Arg Gin Cly Glu Asn Cly Gin Mel Mel Ser 
350 355 360 

Cys Thr Cys Leu Cly Asn Cly Lys Gly Glu Phe Lys Cys Asp Pro 
365 370 375 


WO9W17073 


PCTOT9Mm25- 

His Clu Ala Thr Cys Tyr Asp Asp Gly Lys Thr Tyr His Val Cly 
380 385 390 

Clu Gin Trp Cla Lys Glu Tyr Leu Gly Ala He Cys Ser Cys Thr 
395 400 405 

Cys Phe Cly Gly Gin Arg Cly Trp Arg Cys Asp Asn Cys Arg Arg 
410 415 420 

Pro Cly 

SffJS^ : 13 
lE?'i<Dg$ : 332 

^^'J : 

Pro Thr Asp Leu Arg Phe Thr Asn lie Cly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ssr lie Asp Leu Thr Asn Phe Lea 

20 25 30 

Val Arg T/r Ser Pro Val Lys Asn Glu Clu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Cly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

55 70 75 
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His Clu Ser Thr Pro Leu Arg Gly Arg Cln Lys Thr Cly Leu Asp 
80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp (le Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg . 

110 115 120 

lie Arg His His Pro Clu His Phe Ser Gly Arg Pro Arg Clu Asp 
.125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Cly Thr Clu Tyr Val Val Ser lie Val Ala Leu Asn Cly Arg 
155 160 165 

Clu Clu Ser Pro Leu Leu lie Gly Cln Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 ISO 1S5 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210. 

lie Thr Tyr Gly Clu Thr Gly Cly Asn Ser Pro Val Cln Clu Phe 
215 220 225 

Thr Val Pro Cly Ser Lys Ser Thr Ala Thr lie Ser Cly Leu Lys 
230 235 240 

Pro Cly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 
245 250 ■ 255 
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Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie Asn Tyr Arg 

250 265 270 

Thr Glu lie Asp Lys Pro Ser Mel Ala Asn Ser Asp Ser Glu Cys 

273 280 285 

Pro Leu Ser His Asp Gly Tyr Cys Leu His Asp Gly Val Cys Mel 

290 295 300 

Tyr He Glu Ala Leu Asp Lys Tyr Ala Cys Asn Cys Val Val Gly 

303 310 315 

Tyr lie Gly Glu Arg Cys Gin Tyr Arg Asp Le-u Lys Trp Trp Glu 

320 325 330 

Leu Arg 


S^'JS-^ : 14 
iEfijO:g$ : 341 
gSf'JCOg! : T ; yS 
SacDSt : 1 *:SI 
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Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lis Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Yal Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 
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Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asa Leu Leu 
50 55 60 

Pro Cly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Cln 
65 TO T5 

His Clu Ser Thr Pro Leu Ar? Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Cly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 
110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asa Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser lie Val Ala Leu Asn Gly Arg 
155 160 165 

Clu Glu Ser Pro Leu Leu He Cly Gin Cln Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

lie Thr Tyr Gly Glu Thr Cly Gly Asn Ser Pro Val Cln Clu Phe 
215 220 225 
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Thr Va( Pro Cly Ser in Ser Thr Ala Thr (le Ser Cly Leu Lys 

230 235 240 

Pro Cly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Cly Arg 

^-tS 250 255 

Gly Asp Ser Pro Ala Ser Ser lys Pro lie Ser lie Asn Tyr Arg 

260 255 270 

Thr Glu He Asp Lys Pro Ser Mel Cly lis Tyr lie Ser Cly Mel 

275 280 285 

Ala Pro Arg Pro Ser Leu Thr Lys Lys Cln Arg Phe Arg His Arg 

290 295 300 

Asa Arg Lys Cly Tyr Arg Ser Cln Arg Cly His Ser Arg Cly Arg 

305 2lo 

Asn Cln Asn Ser Arg Arg Pro Ser Arg Ala Met Trp Leu Ser Leu 

^ 320 325 330 
Phe Ser Ser Lys Asn Ser Ser Ser Val Pro Ala 

335 340 

i2^'J## : 15 
iE7'jOso : 445 
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Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
I 5 10 15 

Val Thr Trp Ala Pro Pro Pro Serile Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Clu Clu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Cly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 '5 

His Glu Ser Thr Pro Lcu'Arg Cly Arg Gin Lys Thr Cly Leu Asp 

80 85 90 

Ser Pro Thr Cly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Clu. Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Cly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 155 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 
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Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 
Leu [le Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
205 . 210 
He Thr Tyr Cly Glu Thr Cly Cly Asn Ser Pro Val Cla Clu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Cly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Cly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser lie Asa Tyr Arg 

2S0 265 270 

Thr Glu lie Asp Lys Pro Ser Mel Val Pro Gly Phe Lys Gl/ Asp 

2'5 280 2S5 

Met Gly Leu Lys Cly Asp Arg Gly Glu VaTciy Gin He Gly Pro 

2S0 295 300 

Arg Cly Xxx Asp Cly Pro Glu Gly Pro Lys Cly Arg Ala Cly Pro 

305 310 3,5 

Thr Cly Asp Pro Cly Pro Ser Gly CIn Ala Gly Clu Lys Cly Lys 

320 325 330 

Leu Cly Val Pro Cly Leu Pro Cly Tyr Pro Cly Arg Gin Cly Pre 

335 340 345 

Lys Gly Ser Thr Cly Pha Pro Cly Phe Pro Cly Ala Asn Cly Clu 

350 355 
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Lys Cly Ala Arg Gly Val Ala Cly Lys Pro CI7 Pro Arg Gly Gin 

355 370 375 

Arg Gly Pro Thr Gly Pro Arg Gly Ser Arg Gly Ala Arg Gly Pro 

380 385 390 

Thr Cly Lys Pro Gly Pro Lys Cly Thr Ser Gly Gly Asp Gly Pro 

395 400 405 

Pro Gly Pro Pro Cly Clu Arg Gly Pro Gin Cly Pro Gin Cly Pro 

410 415 420 

Val Cly Phe Pro Cly Pro Lys Gly Pro Pro Gly Pro Pro Gly Arg 

425 ^ 430 435 

Mel Cly Cys Pro Cly His Pro Gly Gin Arg Cly 

440 445 

g£fii§-% : 16 
sEfijODS^ -.457 
Ef'JtO^ : 7 i y g 
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Pro Thr Asp Lau Arg Piia Thr Asn He Cly Pro Asp Thr Mel Arg 
,1 5 1.0 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 
20 25 30 
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Val Arg Tyr Ser Pro Val Lys Asn Clu Glu Asp Val Ala Clu Leu 
35 40 : 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Lsu Leu 
50 55 60 

Pro Cly Thr Clu Tyr Val Val Ser Val Ser Ser Val Tyr Clu Cln 
65 70 " 75 

His Clu Ser Thr Pro Leu Arg Cly Arg Cln Lys Thr Cly Leu Asp 
80 85 90 

Ser Pro Thr Cly He Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Cly Tyr Arg 
115 120 
tie Arg His His Pro Clu His Phe Ser Cly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 
Pro Cly Thr Clu Tyr Val Val Ser lie Val Ala Leu Asn Cly Arg 
155 160 165 

Clu Clu Ser Pro Leu Leu He Cly Cln Cln Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 
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lie Thr Tyr Cly Glu Thr Cly Gly Asn Ser Pro Val Cln Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Gly Leu Lys 
230 235 240 

Pro Cly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Cly Arg 
245 250 255 

Cly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie Asn Tyr Arg 
260 265 270 

Thr Clu lie Asp Lys Pro Ser Mel Asn Val Ser Pro Pro Arg Arg 
275 280 ^ 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr lie Thr lie Ser Trp 
290 295 300 

Arg Thr Lys Thr Glu Thr lie Thr Gly Phe Gin Val Asp Ala Val 
305 310 315 

Pro Ala Asn Cly Gin Thr Pro He Cln Arg Thr lie Lys Pro Asp 
320 325 330 

Val Arg Ser Tyr Thr lie Thr Gly Leu Gin Pro Cly Thr Asp Tyr 
335 . 340 345 

Lys He Tyr Leu Tyr Thr. Leu Asn Asp Asn Ala Arg Ser Ser Pro 
350 355 360 

Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser Asn Leu 
365 370 375 

Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin 
380 385 390 
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Pro Pro Arg Ala Arg lie Thr Gly Tyr lie lie Lys Tyr Clu Lys 
400 405 
Pro Gly Ser Pro Pro Arg Clu Val Val Pro Arg Pro Arg Pro Gly 


410 


. 420 


Val Thr Clu Ala Thr 11- Thr Gly Leu Clu Pro Cly Thr Clu Tyr 

^25 ^ 430 

Thr lie Tyr Val lie Ala Leu Lys Asn Asn Gin Lys Ser Clu Pro 
445 450 

Leu lie Cly Arg Lys Lys Thr 
455 
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Pro Thr ASP Leu Arg Phc Thr Asn lie Gly Pro Asp Thr Msi Arg 
^ 5 10 ^5 

Val Thr Trp Ala Pro Pro. Pro Ser lie Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Clu Clu Asp Val Ala Clu Leu 
35 40 45 
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Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Clu CIn 
65 70 75 

His Glu Ser Thr Pro Leu Arg Cly Arg Gin Lys Thr Gly Leu Asp 
80 85. 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 iOO 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 
110 115 120 

I le Arg His His Pro Clu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Lau Thr Asn Leu Thr 
140 145 150 

Pro Cly Thr Clu Tyr Val Val Ser He Val Ala Leu Asn Cly Arg 
155 160 165 

Clu Clu Ssr Pro Leu Leu lie Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 

135 190 1S5 - 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

lie Thr Tyr Gly Clu Thr Cly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 
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Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Cly Leu Lys 

230 235 240 

Pro Cly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Cly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser He Asn Tyr Arg 

260 265 270 

Thr Glu lie Asp Lys Pro Ser Met Ala lie Asp Ala Pro Ser Asn 

275 280 285 

Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp 

290 295 300 

Gin Pro Pro Arg Ala Arg lie Thr Cly Tyr lie lie Lys Tyr Glu 

305 310 315 

Lys Pro Cly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro 

320 325 , 330 

Cly Val Thr Clu Ala Thr He Thr Cly Leu Clu Pro Cly Thr Clu 

335 340 345 

Tyr Thr lie Tyr Val lie Ala Leu Lys Asn Asn Cln Lys Ser Clu 

350 355 
Pro Leu lie Cly Arg Lys Lys Thr 

365 
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Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Mel Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Vai Tyr Clu Gin 

65 70 "5 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr He Thr Cly Tyr Arg 

110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser lie Val Ala Leu Asn Gly Arg 

155 160 155 
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Clu Glu Ser Pro Lau Lsu He Cly Cln Cln Ser Thr Val Ser Asp 

I'O 175 180 

Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

lie Thr Tyr Gly Clu Thr Cly Cly Asn Ser Pro Val Gin Clu Phe 

215 220 225 , 

Thr Val Pro Cly Ser Lys Ser Thr Ala Thr lie Ser Cly Leu Lys 

230 235 240 

Pro Cly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie Asn Tyr Arg 

260 265 270 

Thr Clu lie Asp Lys Pro Ser Mel Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Clu Thr Thr lie Thr Me Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr Me Thr Cly Phe Gin Val Asp Ala Val 

305 310 315 

Pro Ala Asn Cly Cln Thr Pro lie Cln Arg Thr lie Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr lie Thr Cly Lea Cln Pro Gly Thr Asp Tyr 

335 340 345 
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Lys lis Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 
350 355 360 

Val Val lie Asp Ala Ser Thr 
365 

S£J'J§# : 19 
gi5')<^)Se : 464 

m<0&i : 1 3S:|S 

Pro Thr Asp Leu Arg Phc Thr Asn lie Gly Pro Asp Thr Mel Arg 

1 ^ . 5 .10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Clu Glu Asp Val Ala Clu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 T5 
His Clu Ser Thr Pro Leu Arg Gly Arg Cln Lys Thr Cly Leu Asp 

80 85 90 
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Ser Pro Thr Cly (le Asp Phe Ser Asp He Thr Ala Asn Ser ?he 
95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Cly Tyr Ar? 

113 120 
He Ar2 His His Pro Clu His Phe Ser Cly Arg Pro Arg Clu Asp 

125 130 
Ar? Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 150 
Pro Cly Thr Clu Tyr Val Val Ser lie Val Ala Leu Asn Cly Arg 

155 160 165 

Clu Clu Ser Pro Leu Leu lie Gly Cln Cln Ser Thr Val Ser Asp 

I'O 175 180 

Val Pro Arg Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Yal Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Cly Clu Thr Cly Cly Asn Ser Pro Val Cln Clu Phe 

215 220 225 

Thr Val Pro Cly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Cly Yal Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Cly Arg 

245 250 255 

Cly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

250 265 270 
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Thr Glu lie Asp Lys Pro Ser Met Cly lie Arg Cly Leu Lys Gly 
275 280 285 

Thr Lys Gly Glu Lys Cly Glu Asp Cly Phe Pro Cly Phe Lys Cly 
290 295 300 

Asp Met Cly He Lys Cly Asp Arg Cly Glu lie Cly Pro Pro Cly 
305 310 315 

Pro Arg Gly Clu Asp Cly Pro Glu Cly Pro Lys Cly Arg Cly Cly 
320 325 330 

Pro Asn Cly Asp Pro Gly Pro Leu Cly Pro Pro Gly Clu Lys Gly 
335 340 345 

Lys Leu Cly Val Pro Cly Leu Pro Cly Tyr Pro Cly Arg Gin Cly 
350 355 350 

Pro Lys Cly Ser lie Cly Phe Pro Cly Phe Pro Cly Ala Asn Cly 
355 370 375 

Clu Lys Cly Gly Arg Gly Thr Pro Gly Lys Pro Cly Pro Arg Gly 
380 385 390 

Gin Arg Gly Pro Thr Gly Pro Arg Cly Clu Arg Cly Pro Arg Cly 
■' 395 400 --03 . 

lie Thr Gly Lys Pro Cly Pro Lys Gly Asn Ser Cly Cly Asp Cly 
410 415 420 

Pro Ala Gly Pro Pro Gly Clu Arg Cly Pro Asn Gly Pro Cln Cly 
425 430 435 

Pro Thr Cly Phe Pro Cly Pro Lys Cly Pro Pro Cly Pro Pro Gly 
440 445 450 
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Lys Asp Cly Leu Pro Gly His Pro Gly Gin Arg Gly Clu Thr 

455 460 

SJ'JS-^ : 20 
BS?i]OS$ : 432 

S|CD» : 1 
h Tt? a V - : 

: 

Pro Thr Asp Leu Arg Phe Thr Asn (le Gly Pro Asp Thr Mel Arg 

1 3 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Vai Arg Tyr Ser Pro Val Lys Asn GIu Clu Asp Val Ala Clu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Cly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Clu Cln 

65 70 75 

Kis Glu Ser Thr Pro Leu Arg Cly Arg Cln Lys Thr Cly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 
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Thr Val His Trp He Ala Pro Arg Ala Thr lie Thr CI7 Tyr Arg 
110 115 120 

lie Arg His His Pro Glu His Phe Ser Cly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Cly Thr Clu Tyr Val Val Ser lie Val Ala Leu Asn Cly Arg 
155 160 165 

Glu Clu Ser Pro Leu Leu lie Cly Cln Cln Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

lie Thr Tyr Cly Clu Thr Cly Cly Asn Ser Pro Val Cln Clu Phe 
215 220 225 

Thr Val Pro Cly Ser Lys Ser Thr- Ala Thr lie Ser Cly Leu Lys 
230 235 240 

Pro Cly Val ASP Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly ASP Ser Pro Ala Ser Ser Lys Pro lie Ser tie Asn Tyr Arg 
260 265 270 

Thr Clu lie Asp Lys Pro Ser Mel Ala Ala Cly Ser lie Thr Thr 
275 280 285 
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Leu Pro Ala Leu Pro Glu Asp Cly Cly Ser Cly Ala Phs Pro Pro 

290 293 300 

Ciy Kis Phe Lys Asp Pro Lys Arg Leu Tyr Cys Lys Asn Cly Cly 

305 310 315 

Phe Phe Leu Arg He His Pro Asp Cly An Val Asp Gly Vai Arg 

320 325 330 

Clu Lys Ser Asp Pro His He Lys Leu Cln Leu Gin Ala CluGlu 

335 340 345 

Arg Cly Val Val Ser lie Lys Cly Val Cys Ala Asa Arg Tyr Leu 

350 355 360 

Ala Mel Lys Clu Asp Cly Arg Leu Leu Ala Ser Lys Cys Val Thr 

365 370 375 

Asp Clu Cys Phe Phe Phe Clu Arg Leu Clu Ser Asn Asn Tyr Asn 

380 385 390 

Thr Tyr Arg Ser Arg Lys Tyr Thr Ser Trp Tyr Val Ala Leu Lys 

393 400 405 

Arg Thr Cly Cln Tyr Lys Leu Cly Ser Lys Thr Cly Pro Cly Cln 

410 415 420 

Lys Ala lie Leu Phe Leu Pro Mel Ser Ala Lys Ser 

423 430 


: 21 

E^'j^Sff : 574 
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: 

Pro Thr Asp Leu Arg Phe Thr Asn lie Cly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Clu Glu Asp Val Ala Clu Leu 
35 40 45 

Ser lie Ssr Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Cly Thr. Clu Tyr Val Val Ser Val Ser Ser Val Tyr Clu Gin 
65 TO . T5 

His Glu Ser Thr Pro Leu Arg Cly Arg Cln Lys Thr Cly Leu Asp 
80 85 90 

Ser Pro Thr Cly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Cly Tyr Arg 
110 115 120 

lie Arg His His Pro Clu His Phe Ser Cly Arg Pro Arg Clu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Cly Thr Clu Tyr Val Val Ser lie Val Ala Leu Asn Cly Arg 
155 160 155 
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Cla Clu Ser Pro Leu Lau He Cly Gin CIn Ser Thr Val Ser Asp 
i'O ITS 180 

Val Pro Ar2 Asp Leu Clu Val Val Ala Ala Thr Pro Thr Ser Leu 
190 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
205 210 
He Thr Tyr Cly Clu Thr Cly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Gly Leu Lys 

230 235 240 

Pro Cly Val Asp Tyr Thr Ms Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

2S0 265 270 

Thr Clu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Cly Tyr Arg Val Arg Val Thr 

305 310 
Pro Lys Clu Lys Thr Cly Pro Mel Lys Clu He Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Cly Leu Mel Val Ala Thr Lys 

335 340 345 
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Tyr Clu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 
350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 
365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Clu Thr Thr lie Thr lie 
380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr lie Thr Gly Phe Gin Val Asp 
395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro lie Gin Arg Thr He Lys 
410 415 420 

Pro Asp Val Arg Ser Tyr Thr lie Thr Gly Leu Gin Pro Gly Thr 
425 430 435 

Asp Tyr Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 
440 445 450 

Ser Pro Val Vallle Asp Ala Ser Thr Ala lie Asp Ala Pro Ser 
455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Lsu Val Ser 
4TQ 475 "iSO 

Trp Cln Pro Pro Arg Ala Arg lie Thr Gly Tyr He ll2 Lvs Tyr 
485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 
500 505 310 

Pro Gly Val Thr Glu Ala Thr Me Thr Gly Leu Clu Pro Gly Thr 
515 520 525 
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Clu Tyr Thr lie Tyr Val He Ala Leu Lys Asn Asn Cln Lys Ser 

530 535 540 

Clu Pro Leu He Gly Arg Lys Lys Thr Asp Clu Leu Pro Gin Leu 

545 550 555 

Val Thr Leu Pro His Pro Asn Leu His Gly Pro Glu lie Leu Asp 

560 565 570 

Val Pro Ser Thr 
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